introduCtion
The risk of malignancy in renal transplant patient is higher compared to general population. [1, 2] The prolonged immunosuppression received by these patients is considered to be one of the risk factors for the development of malignancies. Majority of the malignancies are epithelial in nature and predominantly are squamous cell carcinoma. The sites where squamous cell carcinoma develops in postrenal transplant patients include skin, lip, cervix, vulva, penis, scrotum, anus, and rarely lung. Very few cases of squamous cell carcinoma of the tongue after renal transplant have been documented in the literature. [1, 2] We present one such case where the patient developed squamous cell carcinoma of the tongue 16 years after renal transplant.
Case report
A 58-year-old male presented with a painful ulceroproliferative growth on the left lateral border of the tongue of 6-month duration. He was a live-related renal transplant recipient in the year 1992. He had stable graft function for 16 years. He received no induction therapy. He was on cyclosporine, azathioprine, and steroids. On examination, an ulcerative growth with induration measuring 6 cm × 5 cm presents on the left half of the tongue on anterior aspect [ Figure 1 ]. There were no palpable neck nodes. The preradiotherapy biopsy from the ulcer was reported as moderately differentiated squamous cell carcinoma. He received neoadjuvant radiotherapy as the disease was extensive. However, it did not respond to radiotherapy and he presented with postradiotherapy progressive disease. He was planned for subtotal glossectomy, bilateral neck dissection, and reconstruction with pectoralis major myocutaneous (PMMC) flap.
Operative findings showed 6 cm × 5 cm ulceroproliferative growth on the lateral border of the tongue. It was crossing the midline and extending to the right side just 1 cm away at the lateral margin, extending to the floor of the mouth, but mandible was not involved. Extension of the growth was anteriorly 1 cm away from the tip of the tongue and posteriorly till sulcus terminalis. The base of the tongue was free. Subtotal glossectomy, left modified radical neck dissection, and right supraomohyoid neck dissection were done and reconstructed with PMMC flap. The postoperative histopathology was reported as moderately differentiated squamous cell carcinoma with free resected margins and reactive lymph nodes [ Figure 2 ]. He was discharged in a stable condition. After 11 months of diagnosis of squamous cell carcinoma of the tongue, the patient expired due to multiorgan failure secondary to sepsis.
disCussion
In patients with terminal kidney diseases, renal transplant is an effective method to improve survival and quality of life. However, it is often associated with increased risk of malignancy. [1, 2] Posttransplant malignancies constitute a major cause of morbidity and mortality in renal transplant patients. [3] Malignancy is the third most common cause of death among kidney transplant recipients, after cardiovascular events and infections. [4] According to a report published by Australia and New Zealand Dialysis and Transplant Registry, cancer in posttransplant cases has even overtaken cardiovascular diseases as the leading cause of death. [5] The risk of malignancy increases with duration of the transplant. The incidence of malignancy has been estimated at 20% after 10 years of chronic immunosuppression. [6] The risk is also more with an increase in the average age of transplant recipients. [1, 5] The risk factors for the development of cancer in the transplant recipients include male gender, older age, preformed antibodies before transplantation and cumulative dose, and duration of immunosuppression. [2] The overall incidence of malignancies in postrenal transplant recipients is approximately 5%-6%. Malignancies of the skin and posttransplant lymphoproliferative disorder are some of the common malignancies. [1] The most common cancer in the renal transplant recipients includes nonmelanoma skin cancer, renal cancer, and cancer of the pharynx, larynx, and oral cavity. However, the types of malignancies vary geographically. [7] A Korean study describes skin cancer, followed by thyroid, stomach, colorectal, and urologic cancers in posttransplant patients in order of frequency. [7] A Chinese study by Wu et al. listed urinary tract malignancies as the most frequent malignancies. [3] In another study from Portugal, the most common malignancy following renal transplantation was skin cancer, followed by malignant lymphoma and kidney cancer. [4] In contrast, a study from Turkey did not observe any increased risk of posttransplant malignancy. The authors opined that this finding could be due to the use of low-dosage immunosuppressive protocols. [8] There are very few reported cases of carcinoma tongue in renal transplant recipients. [1, 2] The incidence of carcinoma of the tongue in the general population is quite high. Worldwide, it occurs most commonly in elderly males associated with various factors such as tobacco chewing, smoking, chronic irritation, and human papillomavirus infection. [2] The exact pathogenesis of the increased incidence of cancer in posttransplant patients is not known. One hypothesis is that the changing trends in immunosuppressive therapy may lead to carcinogenesis. [9] The various proposed mechanisms for the development of cancer in transplant recipients include immunosuppression-mediated inhibitory effect on tumor surveillance, tumor-promoting effect of immunosuppression, uncontrolled proliferation of oncogenic viruses, and cause of primary kidney disease including the milieu of end-stage renal disease. [2] In general, the etiopathogenesis of posttransplant malignancy is multifactorial and includes chronic disease, chronic immunosuppressive therapy, and oncogenic viruses.
The study by Aguiar et al. documented that postrenal transplant patients with cancer were older, had a longer duration of graft function, and had more episodes of acute rejection.
In their study, they noted that a higher number of patients were treated with cyclosporine and azathioprine as initial immunosuppressive regimen. [4] Our patient had received cyclosporine and azathioprine as part of immunosuppressive therapy. Cyclosporine is a calcineurin inhibitor (CNI). CNIs have been linked with posttransplant malignancies. Possible mechanism of oncogenicity of CNI includes impairment inability to repair damaged DNA and production of pro-oncogenic cytokines. Azathioprine is also associated with increased risk of the development of malignancies. The mechanisms suggested are impairment in the ability to repair damaged DNA and elicitation of codon misreads. [9] In our case, the cause of squamous cell carcinoma of the tongue could attribute to the prolonged usage of immunosuppression.
There are clinical studies which demonstrate a lower incidence of new malignancies after renal transplantation in recipients receiving immunosuppression with mammalian target of rapamycin (mTOR) inhibitors compared with CNIs. These mTOR inhibitors have shown to possess antineoplastic activities. Therapeutic protocols involving mTOR inhibitors may protect an allograft from immunological rejection and help to reduce the incidence of cancer in high-risk population. The dual efficacy of sirolimus, a mTOR inhibitor as an immunosuppressive and antitumor agent, has been demonstrated both experimentally and clinically. [6] Therefore, Alberú et al. suggested that a mTOR-inhibitor CNI-free regimen should be considered for transplant recipients at high risk for cancer development. [10] Strategies for posttransplant malignancy screening should be based on the recipient's age at the time of transplantation, the posttransplant interval, and the national trend of posttransplant malignancy. [7] A perfect transplant follow-up system, regular follow-up, and careful physical examination taking care not to overlook any early feature of tumor are some of the means to achieve early diagnosis of tumor. This, in turn, will result in early treatment to improve the cure rate of postoperative malignancies of renal transplantation patients. [3] The overall management of cancers in renal transplant patients is aggressive and includes appropriate surgical, radio, and chemotherapy.
Clinicians should be aware of various types of cancer including rarer ones as an increasing cause of late mortality in transplant patients.
ConClusion
This is an additional uncommon case of carcinoma tongue which developed 16 years after renal transplant. The transplant patients should be kept under continuous surveillance to detect cancer at an early stage to provide early treatment.
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